Two major mechanisms contribute to inflammatory though TRPV1 β does not function alone, it reduces TRPV1 α activity, acting as dominant-negative channel pain. One is the phenomenon of peripheral sensitization, involving a reduction in the threshold and an in-(Wang et al., 2004). Similar alternative splicing occurs for TRPM1, leading to long and short isoforms. The crease in the responsiveness of the peripheral terminals of nociceptors; the other is central sensitization, TRPM1 short isoform cannot form functional ion channels due to lack of transmembrane domains, but when an augmentation of synaptic transmission in the spinal cord. TRPV1 has a major role in producing peripheral hereologously expressed, it blocks the trafficking of the functional long isoform from the cytoplasm to the memsensitization, acting as the final substrate for multiple inflammatory mediators that operate via distinct intrabrane. Do TRP splice variants contribute to changes in sensory responsiveness? cellular signaling pathways to reduce the heat pain threshold from w42°C to close to body temperature.
TRPV1 levels decrease substantially in injured nociceptor neurons after peripheral axonal injury, but they This is responsible for the pain experienced in response to a normally warm stimulus, as in a shower after a tooincrease in neighboring noninjured neurons. This includes novel expression in large low-threshold A fiber long day at the beach. The contribution of other TRPs to peripheral sensitization remains to be explored.
neurons, a phenotype shift that may contribute to neuropathic pain (Hudson et al., 2001 ). An increase in Changes in the transduction sensitivity and threshold of nociceptors can occur by regulating the number, dis-TRPV1 expression despite unchanged mRNA levels occurs in primary sensory neurons after peripheral inflamtribution, and activity of their transducers. Thus, pain sensitivity is potentially influenced by regulation of TRP mation and requires retrograde transport of nerve growth factor (NGF) and activation of p38 mitogen-actigenes, their messenger RNAs and protein products, as 
